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A summary of the papers in this month’s issue.
Solid-phase methods
A recently published Tetrahedron Report describes the range of synthetic and
analytical methods currently available for the polymer supported generation of
oligosaccharides and glycopeptides (Osborn and Khan, Tetrahedron, 1999, 55(7),
1807-1850)
The synthesis of a library of homoallylic amines has been reported using a one pot N-
acyliminium ion coupling of a solid-phase supported carbamate, aldehyde and
allylsilane (Meester et al., Tetrahedron Letters, 1999, 40(8), 1601-1604).
Many of the papers this month describe the preparation of heterocycles on solid
support. Highly functionalised and rigid tricyclic nitrogen-containing heterocycles have
been generated on solid support using a tandem four-component condensation and
intramolecular Diels-Alder reaction sequence (Paulvannan, Tetrahedron Letters, 1999,
40(10), 1851-1854). 1,3,5-Trisubstituted pyridin-2-ones have been prepared on
Macrocrown solid supports via a five step synthesis that included the selective N-
alkylation of a pyridinone intermediate (Linn et al., Tetrahedron Letters, 1999, 40(12),
2227-2230).
The copper mediated N-arylation of polymer-supported heterocycles has been
demonstrated to proceed successfully under microwave irradiation (Combs et al.,
Tetrahedron Letters, 1999, 40(9), 1623-1626). The Curtius rearrangement of aryl
carboxylic acids to give secondary aryl and heteroaryl amines has been achieved on
Wang resin support (Sunami et al., Tetrahedron Letters, 1999, 40(9), 1721-1724).
The synthesis of α-ketoamides by the nucleophilic ring opening of azetidin-2-ones has
been performed on both solid-phase and in solution and used to prepare the serine
protease inhibitor postatin (Khim and Nuss, Tetrahedron Letters, 1999, 40(10), 1827-
1830).
The SNAr nucleophilic displacement of aryl fluorides with the hydroxyl group of
various 2-aminophenols has been used as the key step in a solid-phase synthesis of
dibenz[b,f]oxazepin-11(10H)-ones (Ouyang et al., Tetrahedron, 1999, 55(10), 2827-
2834). A library of compounds have been prepared in good yields and excellent
purities.
Novel linkers
A new paper describes a photolabile carbamate-based linker that allows a dual
cleavage approach for the generation of substrate or separately the generation of an
analytical fragment sensitised to electrospray mass spectrometry (McKeown et al.,
Tetrahedron Letters, 1999, 40(12), 2407-2410).
Amines have been linked to solid supports through the triazine group (Bräse et al.,
Tetrahedron Letters, 1999, 40(11), 2105-2108). An immobilised diazonium salt was
prepared from Merrifield resin and reacted with amines to generate the triazines that
could subsequently be cleaved under treatment with mild acids.
Another paper describes how solid-supported glycosyl donors tethered to polystyrene
resin through a trialkylsilane linker have been successfully glycosidated (Doi et al.,
Tetrahedron Letters, 1999, 40(11), 2141-2144).
Soluble polymer supports
Heterocyclic systems have been prepared on a soluble polystyrene-co-allyl alcohol
polymer using as a key step the microwave-mediated derivatisation of the polymer
(Eynde and Rutot, Tetrahedron, 1999, 55(9), 2687-2694). Another paper this month
describes the use of a soluble polymer support (based on polyethylene glycol), used in
this case for the preparation of benzylpiperazine and piperidine libraries of potential
drug molecules (Shey and Sun, Bioorg. Med. Chem. Lett., 1999, 9(4), 519-522). The
purification and analytical procedures employed in the synthesis of small organic
molecules on soluble polymeric supports has been improved with the use of
trioctylamine as added base rather than triethylamine (Benaglia et al., Tetrahedron
Letters, 1999, 40(10), 2019-2020).
Finally in this section, 3,3-Disubstituted acrylates have been prepared in a highly
stereoselective fashion on polyethylene glycol soluble support using a phase-transfer
reagent (Blettner et al., Tetrahedron Letters, 1999, 40(11), 2101-2102).
Monomer synthesis
A number of submonomeric amines for poly N-substituted glycine (peptoid) synthesis
have been prepared and successfully used for oligo-peptoid synthesis (Uno et al.,
Tetrahedron Letters, 1999, 40(8), 1475-1478).
Library Applications
An automated parallel synthesis method has been applied in the preparation of a
number of tetrahydroisoquinolines (Vendeville et al., Bioorg. Med. Chem. Lett., 1999,
9(3), 437-442). The library of 2560 compounds was tested as potential inhibitors of
prolyl endopeptidase from the parasite, Trypanosoma cruzi. A library of compounds
based on the diphosphate mimic, 2,3,6-trifluoro-5-hydroxy-4-nitrophenoxy group,
have been prepared using Mitsunobu chemistry on solid support for screening against
farnesyl transferase (Barber et al., Bioorg. Med. Chem. Lett., 1999, 9(4), 623-626).
